
































|ldentifying New Chemical Entities that Treat and Prevent Relapsing vivax
and Drug-Resistant falciparum Malaria in U.S. Military Personnel

PR140137
Pl: David A. Fidock Organization: Columbia University Award Amount: $880,000
Study/Product Aim(s) Project cascade, representing
« Aim 1: Identify antimalarials using a high-throughput screen Iniiro asexualbivod siades  different biological and
(HTS) against Plasmodium falciparum asexual blood stages. o> "

pharmacology-based assays to
filter initial hits and down-select
compounds. Compounds active

+ Aim 2: Screen for selective inhibitors of rodent liver stage
parasites in vitro.
* Aim 3: Test hits for suitable pharmacological properties and in

In vitro liver stage P.
berghei, selectivity

Pharmacology, rodent in

vivo efficacy as prophylactic and curative agents in rodent vivo liver and blood assays in assay screens including P.
malaria models. P. cynomolgi in vitro cynomolgi hypnozoites in vitro
« Aim 4: |dentify inhibitors of P. cynomolgi liver stages in vitro. hypREEEEsays enter iterative rounds of medical
+ Aim 5: Optimize hits, evaluate derivatives in vivo and in vitro. - Med CHE S°F. chemistry and preliminary

structure-property relationship

Approach ¢ studies along with biological
Our project, involving Columbia University, the Walter Reed Army reen ndg harm Ig ical
Institute of Research, and the National Center for Advancing Cand;:z‘g::Lrn';r;:iv:;gzzning SCreens and pharmacologica
Translational Sciences, is designed to discover new chemical P assessment.
agents that can be developed into prophylactic and curative Accomplishment: Identification of lead compounds to prevent

medicines to protect US Military personnel exposed to malaria.

and cure vivax and falciparum malaria.

Goals/Milestones

Timeline and Cost CY15 Goal - Initiate analysis of current hit compounds

ol X Confirm initial hits active against P. falciparum blood stages
Activities Cy| 15 16 17 18 CY16 Goals — Identify new hit compounds

' X Screen additional 100K compounds against blood stages

Aim 1 (milestone: HTS) X ldentify liver stage-active inhibitors

! CY17 Goals - Define in vivo active compounds

Aim 2 (milestone: liver stages) | O Identify inhibitors active in mice, test against P. cynomolgi in

. . o ! vitro
Aims 3,4 (milestone: in vivo cure) CY18 Goal — Optimize hits, liver and blood stage efficacy
Aim 5 (milestone: P. cynomolgi) X Medicinal chemistry, ADMET/toxicity

L1 Test inhibitor activity in mice, P. cynomolgi liver stages in vitro

Comments/Challenges/Issues/Concerns

Budget in $880,000 60,000 (260,000 (320,000 |240,000 « None

Budget Expenditure to Date (Columbia; not WRAIR or NCATS)
Projected Expenditure: $560,000 (began 30 September 2015)
Updated: New York, October 26, 2017 Actual Expenditure: $461,749 (as of 26 September 2017)
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